column at room temperature. Mobile phases of A (H2O + 0.1% TFA) and B (MeOH or MeCN) were used with a flow rate of 40 mL/min. A general gradient of 0-15 minutes increasing from 10 to 100% B, followed by a 100% B flush for another 5 minutes. Small variations in this purification method were made as needed to achieve ideal separation for each compound. Analytical LCMS (at 220 nm) and NMR were used to establish the purity of targeted compounds. All compounds that were evaluated in biochemical and biophysical assays had >95% purity as determined by 1HNMR and LC-MS. General procedure A To a solution of 4 (85 mg, 0.23 mmol, 1.0 eq.) in CH3CN (2 mL) was added K2CO3 (300 mg) and the respective secondary amine reactant (0.59 mmol, 2.5 eq.), and the reaction mixture was heated under reflux overnight. Upon completion, the reaction was quenched by addition of 20 mL of sat. NaHCO3 solution. The aqueous phase was extracted with CH2Cl2 (3×20 mL) and the organic layers were combined, washed with brine, dried over anhydrous Na2SO4, and filtered. Solvent was removed by rotary evaporation to obtain a dark brown crude material. The crude material was adsorbed onto silica gel and purified by silica gel flash column chromatography (0 -20% (5% NH4OH in MeOH) in DCM) to afford desired product in quantitative yields. To a solution of 2 (3.0 g, 11 mmol, 1.0 eq.) in 22 mL of DMF was added 2-chloroacetonitrile (0.8 mL, 11.99 mmol, 1.1 eq.), and the mixture was stirred at rt for 1 hr.
Then the first portion of aq. KOH (10% w/v, 5.5 mL) was added to the reaction mixture and it was stirred at rt overnight, after which a second portion of aq. KOH (10% w/v, 5.5 mL) was added to the reaction mixture and stirred for another 4 hr at room temperature.
Water (50 mL) was added to the precipitated solid product after which it was filtered and vacuum dried to obtain 3 as a pinkish yellow solid (2.36 g, 69%). was added dropwise to a suspension of 3 (2.3 g, 7.3 mmol, 1.0 eq.) in conc. HCl acid (15 mL) at 0-5 °C over a period of 30min. The mixture was stirred for 1 hr at 0-5 °C and then allowed to stir at rt overnight. Water (100 mL) was added to the precipitated product after which it was filtered, washed with water, and vacuum dried to obtain 4 as a yellow solid The desired material was isolated, concentrated, and re-dissolved in methanol (0.5ml) and then purified further by preparative-HPLC ((H2O + 0.1% TFA)/MeCN) to afford 9 as
